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Assistant Commissioner for Patents 
Washington, D.C. 20231 

■ Sir: | 

; I, William Pollack, PhJ>, being duly warned that willful false statements 
and the like are punishable by fine or imprisonment or both (18 U.S.C. § 1001), and may 
jeopardize the validity of the patent application or any patent issuing thereon, state and 
declare as follows: 
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1. All statements herein made of my own knowledge are true, and 
statements made on information or belief are believed to be true and correct. 



! 2. I am currently chairman and chief executive officer of Atopix 

Pharmaceuticals Corporation, the assignee of the subject application. 

i 

3. I, Dr. Pollack, graduated from the Imperial College of Science and 
Technology at London University with a B.Sc degree in physiology and biochemistry. I 
received a MSc degree in chemistry and physics from the St. Georges Hospital Medical 
School | at London University and a Ph.D. in immunology and irnmunochemistiy from 
Rutgers University. A copy of my curriculum vitae is attached hereto as Exhibit A 

I 

| 4. I am fiie named and true inventor of the above-referenced patent 
application. I have read and am familiar with the contents of the patent application. In 
addition, I have read the final Office Action, dated November 2,2001, received in the 
present lease. It is my understanding mat the Examiner believes that the Zolton et al 
patent, U.S. Patent Number 4.597,966, anticipates the manufacturing method of the 
present Invention, It is also my understanding that the Examiner believes that Zolton et 
al. in combination with either Cheung et al, Armals ofAttergy t Volume 50, March 1983. 
155-160, Sirna, U.S. Patent No. 5,908,827, or Thomas, U.S. Patent No. 4,089,944 makes 
the invention of the present application obvious. 

i 

5 . With mis application, I claim a method of manufacturing a highly 
purifiedj IgG4 immune globulin preparation. The method comprises the steps f adjusting 
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plasma to a pH of about 6.5 and a conductivity of between 3.5-6 millisiemens, and 
contacting the plasma with an anion exchange resin followed by a cation exchange resin 
to obtain a final effluent that comprises IgG4 essentially free of other IgG subtypes. 

I 6. The Zolton method, unlike the method of the present application, 

does not result in an immunoglobulin preparation comprising IgG4 that is essentially tree 
of other IgG subtypes. Zolton 's method, instead, results in a purified stable IgG gamma 
globulin preparation containing all IgG subtypes including IgGl, IgG2, IgG3, and IgG4. 
In conirast, the present application provides a method of producing a purified IgG4 
preparation free from IgGl, IgG2 and IgG3. Zolton' s patent teaches a stabilized 
preparation of IgG (including all subtypes). The present application teaches a method of 
fractionating IgG into its various subtypes. It is neither suggested nor taught in the 
Zoltonjpatent that the Zolton purification method results in pure IgG4 (free of all other 
subtypes), nor, in my opinion, could the purification System described in Zolton result in 
pure IgG4 free of other IgG subtypes. 

i 

7. Zotton's purification method utilizes a QAE-Sephadex anionic 
resin, in contrast, the present invention uses two resins, an anion exchange resin, e.g^ 
DEAB pepharosc, followed by a cation exchange resin, eg., CM-Sepharosa The extra 
fractionation step results in an IgG4 rjreparation free of other subtypes. Prior to the 
advent {of the present invention, further fractionation of an IgG preparation into a purified 
IgG4 using chromatographic resins was not known. Again, the present invention 
provides a facile method of manufacturing IgG4 immune globulin that is essentially free 

of other IgG subtypes. 

i 
i 

8. Hie purified IgG4 preparation has numerous advantages over an 
IgG preparation containing all of the IgG subtypes. The purer IgG4 preparation contains 
less prcjtein and has a higher amount of blocking antibody per unit weight or per unit of 



protein 



that is being injected. The intravenous injection of many immune globulin 



productjs can lead to reactions that arc caused by aggregation and fragmentation of the 



PAGE 17/19* RCVD AT 4/28/2004 5:24:50 PM [Eastern Daylight Trnie] * SVR:USPTO-EFXRF-1/0 1 DM9306 * CSID:415 576 0300 * DURATION (mm-ss):07-32 



04/28/2004 14:31 FAX 415 576 0300 



Pollack 

Application No.: 09/660,862 
Page 4 



1018/019 



immune globulin. The lower protein 

i 

preparation results in a preparation 
pure tfcG preparations that contain 



and higher blocking antibody content of the IgG4 
that is safer and more effective than the other less 
, IgG2 and IgG3 as well as IgG4, 



Thomjs 



PATENT 



I#31 

9. Further, the Zj>lton patent in view of Cheung et «/., or Sima, or 
does not make obvious the i lanufacturing method of the present application, as 

the secondary references o f Cheung ftal. t S ima, and Thomas do not address the 
dafidcjacies in the Zolton patent. 

1 0. Cheung et al < locuments a correlation between high IgG4 levels 
and beekeepers. This correlation, at nost, indicates that there may be a role for IgG4 in 
the protection against anaphylactic reactions. Cheung et aL does not teach or suggest 
how to! make a purified IgG4 prepara tion or even that a purified IgG4 preparation would 
be more desirable than a IgG prepara Son containing all of the IgG subtypes including 
IgG4. 



tie 



11, Sima teaches 
resolution chromatography to extract [purified polypeptide 
not expect a purification system for ti te 
relevan^ fin- the purification of blood \ *U 
Sima rnefhod utilizes multiple resins 
Sima does not teach or suggest the 
purification of IgG4 from human p la ana. 



IUS3 



use of ion exchange chromatography and high- 
from human urine. I would 
extraction of polypeptide from human urine to be 
'asma and immunoglobulins. Furthermore, the 
dong with DEAE Sepharose and CM-Sepharose. 
pfDEAE Sepharose and CM-Sepharose for the 



! 12. Thomas teacheb how to rapidly solubilize an anti-hemophilic factor 
composition. The Tnomas reference does not teach or suggest how to make a purified 
feQ4 pijeparation. Furthermore, Thoi las does not teach or suggest fractionation of IgG 
into an lgG4 fraction. 



reading 



13. In view of the 
the above mentioned references, 



fjbregoing, it is my scientific opinion that, after 
the presently claimed method is novel and 
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unobyious over the cited art. One of skill in the art would not be motivated to make the 
purified IgG4 preparations using the method of the present application. Therefore, 
Zolton et qL does not anticipate this invention and Zolton et al. either alone or in 
combination with either Cheung et al, Sima, or Thomas does not make the invention of 
the present application obvious. 

The declarant has further nothing to say. 



Date: frg/tA ^A^tS^ 



/ William Pollack. Ph.D. 



ST* 1306872^ 
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